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ORIGINAL ABBREVIATED NEW ANIMAL DRUG APPLICATION

ANADA 200-361

Acepromazine Maleate Injection
(acepromazine maleate)

Tranquilizer

For use as an aid in tranquilization and as a preanesthetic agent
in dogs, cats, and horses.

Sponsored by:

Boehringer Ingelheim Vetmedica, Inc.

AVADA ROD- 36/ Fors [/



FREEDOM OF INFORMATION SUMMARY

GENERAL INFORMATION:

File Number:

Sponsor:

Established Name:
. Proprietary Name:
Dosage Form:
How Supplied:
How Dispensed:

. Amount of Active Ingredients:

Route of Administration:
Species/Class:

Recommended Dosage:

ANADA 200-361

Boehringer Ingelheim Vetmedica, Inc.
2621 North Belt Highway

St. Joseph, MO 64506-2002

Drug Labeler Code: 000010
Acepromazine maleate

Acepromazine Maleate Injection
Sterile solution

50 mL multidose vials

Rx

10 mg acepromazine maleate per mL of sterile
finished product

Intravenous, intramuscular or subcutaneous injection
Dogs, cats, and horses

The dosage should be individualized, depending upon
the degree of tranquilization required. As a general
rule, the dosage requirement in mg/lb of body weight
decreases as the weight of the animal increases.

The following schedule may be used as a guide to
intravenous, intramuscular, or subcutaneous injection:

Dogs — 0.25 mg-0.5 mg/lb of body weight
Cats — 0.5-1 mg/Ib of body weight
Horses — 2-4 mg/100 Ib of body weight

Intravenous doses should be administered slowly, and
a period of at least 15 minutes should be allowed for
the drug to take full effect.
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1 Pharmacological Category: Tranquilizer

m. Indications: Dogs and Cats: Acepromazine Maleate Injection can
be used as an aid in controlling intractable animals
during examination, treatment, grooming, x-ray and
minor surgical procedures; to alleviate itching as a
result of skin irritation; as an antiemetic to control
vomiting associated with motion sickness.
Acepromazine Maleate Injection is particularly useful
as a preanesthetic agent (1) to enhance and prolong
the effects of barbiturates, thus reducing the
requirements for general anesthesia; (2) as an adjunct
to surgery under local anesthesia.

Horses: Acepromazine Maleate Injection can be used
as an aid in controlling fractious animals during
examination, treatment, loading and transportation.
Particularly useful when used in conjunction with
local anesthesia for firing, castration, neurectomy,
removal of skin tumors, ocular surgery and applying
casts.

n. Pioneer Product: PROMACE Injectable; acepromazine maleate;
NADA 015-030; Fort Dodge Animal Health,
Division of Wyeth

2. TARGETANIMAL SAFETYAND DRUG EFFECTIVENESS:

Under the provisions of the Federal Food, Drug, and Cosmetic Act, as amended by the
Generic Animal Drug and Patent Term Restoration Act (GADPTRA) of 1988, an
Abbreviated New Animal Drug Application (ANADA) may be submitted for a generic
version of an approved new animal drug (pioneer product). New target animal safety and
effectiveness data and human food safety data (other than tissue residue data) are not
required for approval of an ANADA.

Ordinarily, the ANADA sponsor shows the generic product is bioequivalent to the
pioneer, which has been shown to be safe and effective. If bioequivalence is
demonstrated through a clinical endpoint study, then atissue residue study to establish
the withdrawal time for the generic product should also be conducted. For certain dosage
forms, the agency will grant a waiver from the requirement of an in vivo bioequivalence
study. (55 FR 24645, June 18, 1990; Fifth GADPTRA Policy Letter; Bioequivalence
Guideline, October 9, 2002).
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Based on the formulation characteristics of the generic product, Boehringer Ingelheim
Vetmedica, Inc. was granted a waiver from the requirement of an in vivo bioequivalence
study for the generic product Acepromazine Maleate Injection. The generic product is
administered as an intravenous, intramuscular or subcutaneous injection, contains the
same active ingredient in the same concentration and dosage form as the pioneer product,
and contains no inactive ingredients that may significantly affect the absorption of the
active ingredient. The pioneer product PROMACE Injectable (acepromazine maleate),
the subject of Fort Dodge Animal Health, Division of Wyeth, NADA 015-030, was
approved on April 8, 1964.

3. HUMAN SAFETY:

This drug is intended for use in dogs, cats and horses, which are non-food animals.
Because this new animal drug is not intended for use in food producing animals, data on
human safety pertaining to drug residues in food were not required for approval of this
ANADA.

4. AGENCY CONCLUSIONS:

This ANADA submitted under section 512(b) of the Federal Food, Drug, and Cosmetic
Act satisfies the requirements of section 512(n) of the Act and demonstrates that
Acepromazine Maleate Injection, when used under its proposed conditions of use, is safe
and effective for its labeled indications.

5. ATTACHMENTS:

Facsimile generic labeling and currently approved pioneer labeling are attached as
follows:

Generic Labeling for ANADA 200-361:
Acepromazine Maleate Injection; vial labels and package insert

Pioneer Labeling for NADA 015-030:
PROMACE Injectable; vial labels and package insert
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ANADA 200-361, Approved by FDA
Acepromazine Maleste Infection

Caution: Federal law restricts this
drug to use by or on the order of a
feensed veterdnuclan.

Description: Acepromarine maleate
USP, a potent neurcleptic agent
with a fow order of toxicity, Is of
particular value In the Kﬂnml,lxr

According to Baker,' the scope of

possible applications for this com-
pound in velerinary practics Is anty
Nmited by the Imagination of the
practitioner,

wzine [10-(3-
mwﬂamm MIH

o)
{azin-2-yi-methyl II(eIonII Ml‘lﬁ\
USP has m following chemical
Structure

@(’)@m iz

Actlon: ztne mateate bas
2 depressant effect on the cantrat
nervous syst o,
causes sedation, museular
etanation and & reduction in
Spontaneous activity. It acts rapldly,

exerting a prompt and pronounced
calming effect.

Indications: Dogs and Cats:
Acepromazine Maleate Injection

examination, tmmm lmcmln'.
x-ay and minor surglca

procedures; 1o alleviate mm». as
atesuft of skin frrktation; as an
antfemetic to control vomiting
associated with mation slckness.
Acepromazine Maleate injection

s particularly useful as a
preanesthetic agent (1) 1o enhanca
and prolong the effect
barblturates, thus reducing the
requirements for general
anesthasla; (2) a3 an adjunct co
surgery under focal anesthesta.

Hotses: Acepromazine Maieats
Injection can be used 25 an ald In
‘controlling fractious nimals during
@camination, treatment, loading
and transportation, Particularly
useful when used In eanjunction
vth local anesthesia for firing,
Castratian, heusectomy, femoval of
skin tumors, ocular surgery and
applying casts.

Connindications: Phenothlazines
may potentfate the toxicity of
ovnnoph»wmm and lhe activity
of procatne hydrochi

Therefore, da not Isz
Acepromazine Maleate |n|m1nn
10 control tremors assoctated with
oiganic [rosphate palsening. Do
Rot use in conjunction with
M'lnapba!phoms veumrum or
ectoparasiticides, Inctuding e
collars. Do not use with pmﬂlnt
hydrochloride.

‘Warning: Hot for use In animats
Intended for food.

Precautions: Tranqulfzecs are
potent central nervous system
depressants and they can cause

Tranqullizers can produce
prolonged depression or motor
Testiessness whan given In
excessive amaunts or when given
1o sensitive anlmals.

Tranquitizars are additive in action
totha actions of othet deprassants
and witl potentiate general
anesthasia, Tanquifizers shoutd be
administered In smafler doses and
with greatar care during general
anesthesta and also to animals
exhibiting symptoms of stress,

del

phanothiaziae derivatives, is detox-
|fled n the ver; therefore, R should
be usedwith caution In animals
with  previous history of iver
dystunction or feukopenia.
Hypotension can oecur after rapld
Intravenous Injection causing.
cardiovascular collapse.
Eptnephrina is wnlmndlmzd for
reatment of acute hypoten:
phenothlazine-d m
tve mnqun:en since further - .
depression of blood pressurs can
oceur. Other pressor amines,
as norepinephrine or phenyle-
phrine, are the drugs of cholce.
in homx, arﬂylhoﬁhl tetractor
penis muscle has been assoclated
with m- use of phenothfazing-
dertvative tranquilizers. Such cases
have accuirad foliowing the use of
promazine Malesta Injection.
This risk shoukd be duly considered
prior to the administration to mate
horses (castrated and uncastrated).
When given, the dosage should be
carefully Himited to the minimum
necessary for the desired effect. AU
the time of tranquifization, It s not
possible to differentiats betwas
teversible protrusion of the penis (s
normaj clinlcal sign of narcosis)

stde reaction has not been deter-
mied. It has been postulated that
such paralysis may occur when a
tanquilizer Is used In conjunction
with testosterone (o In stalllons),
Accidental Intracarotid injection i
horses can produce ciinieat signs
ranging from disorfentation to
convulstve sefzures and death.

Caution: A few rar but sestous
occurrences of idlosyncratic
ractions to Acepromazine may
oceue In dogs foflowing ofal or
parenteral administration, These
potentfally serious adverse
reactions Inciude behavioral
disordars In dags such as
aggression, biting/chewing, and
Nervousness,

Ad: tion and Dosage: The
dosage should be Individualized,
depending upon the degres of
tranquilization quﬂlld, Atz
gensral rule, the dosay

Tequirement in my/t of body

44713

Cate ns 1my1holbow
Horses: 2»smmmlbowody

IV doses should be administered
slowly, and a perlod of at least 15
minutes should be atiowed fof the
drug to take full effact.

How Suppnet Each mi_ contains
10 mg acepromarine maleats,
um cltrate n.J&i. chiric acid
0.075%, benryi alcohal 1% and
Injection, USPIn 50 mL.

visls,

Store at controlled roor
temperatute, 59°-4 M'F(l.’n‘ 30°C).

Toxdoology: Acuke and chronte.
Koy atucies hav shown vary
of tovicky.

Ace tonlcity: The LDy, doss of
acepromazine maleate tn mice was
determined by means ofa pmﬁ
transformation with the followis
results:?

Intravenous
oute- 6137 my/kg
neous

Subcutar

route 130.5 merkg
Onl

foute - 256.8 mg/kg

Chronc toxicity: Tests? in rats
revealedno deleterious effects on
renaf or hepatic fumction or An
hemopaletic activity. In severa)
groups of two mate and two lm-l-
‘beagie hounds traated for she
months with dally oral doses of 20
10 40 my/kg, no untoward effects
ate

were. mmm
studles and urinatysis gave values
whthn nommal M. Another group
of four dogs, given graduvally
Incressing oral doses up 10 a level
mg/g dalty and raaching a
tota! dally dose of 2.2 ¢ per dog,
showed some stgns of pulmonary
edema and hyperemia of the
intemal organs, but no animai
died, When administered
intramusculanly, Acepromazine
Maleate Injection catises # brief
sensation of stinging comparable -
with that observed with other
Pphenothiazine tranquitizers.

Clinical Data: Controlied cinical
studles in the United States and
Canada have a-mnnmud the
affectiveness and safety of
Aceprormazine Mateate Infection
a5 a tanquilizer.

Good to excefient results wers

Injection for restealnt during
examination, treatment and minor
surgery snd for preanesthetic
sedation. In dogs, the drug report-
ediy* helps control convulsions
assoctated with distemper.

I horses, Bauman® had good
fesults using the drug as an eld in
the control of palaful spasms due

tocalte

ther practitioners’# found the
g vaet s 8 preaneathetc
sedative for nervous or aggressive
hotses, but it had to be adminls-
teved while the animals were quiet
and aotIn an excited state. In &
t4a® on more than 200 horses with
avide varlety of disorders,
Acepromainme Mateats Injection
proved to be both effective and
safe.

References:
1. Baker | M: Papee preseried st
Inary

the Ontarlo e
m\., heldtn

Toronto, Dnldi. 1958.
Pharmacology Reports, ClinByla
Laboratortes, Parts, France.
Stegen, M.G.: Pharmacology
Repon, Ayenst Laboratories,

95¢

v

r

Vetesinary Medical I!tulﬂ!.
Ayertiabaratories

Foley, )1 Chinical Repartsto
Ayorst Laboratorfe

Bouman, Wiss venth Reparts
1o Ayerst Laboratorles, 1963,
Ford, RW.: In Equine Panel
Repont, Mod. Vet Pract. 40:45
{Nov. 1) 1959.

Baidwin, R.:in Equine Pane!

s o

B

-

Dunkin, LE.: Clinicat Repocts to
Ayerst Laboratories, 1963.

6700011-02-0308

(e

Tz0oury Wd (Ui 5 A RYEY

 arwryd shavtvasie-

.......,.......
T S
e IO

iy
e e el .

e ool i drug 2 e by o7 o the

(Ol 91 rand veiriarom,

0.3 o g .05 /i of oty

I
ity
P martesqmnns
ety

i
v

2mq wpiot mgr1cD|
Rt v el e

3 e e
v,

ettt el
wi

€M

R NN 2 S

Lot No.: Exp. Date: #




0000223

NOC 0856-3020-01

usuaL 0z PromAce® Injectable
o e v~ mawp 104 mmmw‘mm usP

9700 1w of bady weight. ——
READ PACKAGE INSERT. _@. e
[~ =

Store ai conirolied room lemperature 16° %0 -

SanEn * A Sterlie Saluton for a5 =

A-wmmp«(mmmlww Intravenous, intramuscuiar o N o< [ it

phenohiazin-2-yhmedyl heiore] Maeas, Subcutaneous injection o ©r DES

This stsriie squeous soktion siso contains <0 ot use (1Y gt

‘modkum cirate 0.36%, ciiic acid 0.078%. ben- w o=

2y akcohol 1% and warter o injection, USP. 50 mL —]
U, Pat. No. 3590828 Fadorsl o an - S—
Dadge Animal Health ©10n the order of a icensed veweinarian.

F‘:’:‘mmmnm NADA 15-039, Approved by FOA 3 3
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PromAce" Injectable

ACEPROMAZINE MALEATE INJECTION, USP

PromAce®Tablets

ACEPROMAZINE MALEATE TABLETS, USP

NADA 15-030, Approved by FDA
NADA 32-702, Approved by FDA
CAUTION
Federal law restrictsthis drug to use by or on the order of a
licensed veterinarian.

03

DESCRIPTION
PROMACE (acepromazine maleate, USP), a potent neuroleptic
agent with a low order of toxicity, is of particularvalue inthe tran-
quilization of dogs, cats and horses. Its rapid actionand lack of
hypnotic effect are added advantages. Accordingto Baker, the scope
of possible applications for this compound in veterinary practice
is only limited by the imagination of the practitioner.

CHEMISTRY
Acepromazine [10-{3-(dimethylamino) propyl] phenothiazin-2-
yl-methyl ketone] Maleate, USP has the following chemical struc-

ture:
OO 14
COCHy 2
CHy

| p
CHeCHRCHANT
ACTIONS
PROMACE has a depressant effect on the central nervous sys-
tem and, therefore, causes sedation, muscular relaxation and a
reduction in spontaneous activity. It acts rapidly, exerting a
promptand pronounced calming effect.

INDICATIONS
Dogs and Cats: PROMACE Injectable and Tablets can be used
as an aid in controllingintractable animals during examination,
treatment, grooming, x-ray and minor surgical procedures;to
alleviate itching as a result of skin irritation; aS an antiemetic to
control vomiting associated with motion sickness.

PROMACE Injectableis particularly useful as a preanesthetic
agent(1) to enhance and prolongthe effects of barbiturates, thus
reducing the requirements for general anesthesia; (2) as an
adjunctto surgery under local anesthesia.

Horses: PROMACE Injectablecan be used as an aid in controlling

fractious animals during examination, treatment, loading and
transportation. Particularly usefulwhen used in conjunction with

local anesthesia for firing, castration, neurectomy, removal of
skin tumors, ocular surgery and applying casts.

CONTRAINDICATIONS

Phenothiazines may potentiate the toxicity of organophos-
phates and the activity of procaine hydrochloride. Therefore, do
not use PROMACE (acepromazine maleate, USP) to control
tremors associated with organic phosphate poisoning. Do not use
in conjunction with organophosphorus vermifuges or ectopara-
siticides, including flea collars. Do not use with procaine
hydrochloride.

WARNING
Nt for use in animals intendedfor food.

PRECAUTIONS

Tranquilizers are potent central nervous system depressants
and they can cause marked sedation with suppression of the
sympathetic nervous system.

Tranquilizers can produce prclonged dspression or motor rest-
lessness when given in excessive amounts or when given to sen-
sitive animals.

Tranquilizers are additive in action to the actions of other
depressants and will potentiate general anesthesia. Tranquilizers
should be administered in smaller doses and with greater care
during general anesthesia and also to animals exhibiting symp-
toms of stress, debilitation, cardiac disease, sympathetic block-
ade, hypovolemia or shock. PROMAGE, like other phenothiazine
derivatives, is detoxified inthe liver; therefore, it should be used
with caution in animals with a previous history of liver dysfunc-
tion or leukopenia.

Hypotensioncan occur after rapid intravenous injection caus-
ing cardiovascularcollapse.

Epinephrine is contraindicated for treatment of acute hypoten-
sion produced by phenothiazinederivativetranquilizers since fur-
ther depression of blood pressure can occur. Other pressor
amines, such as norepinephrineor phenylephrine, are the drugs
of choice.

In horses, paralysis of the retractor penis muscle has been
associated with the use of phenothiazine-derivative tranquilizers.
Such cases have occurredfollowing the use of PROMACE. This
risk should be duly considered priorto the administration of PROMAGE
to male horses (castrated and uncastrated). When given,
the dosage should be carefully limitedto the minimum necessary
for the desired effect. At the time of tranquilization, it is not possi-
ble to differentiate between reversible protrusionof the penis (a
normal clinical sign of narcosis) and the irreversible paralysis of
the retractor muscle. The cause of this side reaction has not been
determined. It has been postulatedthat such paralysis may occur
when a tranquilizer is used in conjunction with testosterone (or in
stallinns),

Accidental intracarotid injection in horses can produce clinical
signs ranging from disorientationto convulsive seizures and
death.

CAUTION
A few rare but serious occurrences of idiosyncraticreactionsto
Acepromazine may occur in dogs following oral or parenteral
administration. These potentially serious adverse reactions
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include behavioral disorders in dogs such as aggression,
biting/chewing, and nervousness.

ADMINISTRATIONAND DOSAGE

The dosage should be individualized, depending upon the
degree of tranquilization required. As a general rule, the dosage
requirement in mg/ib 0f body weight decreases as the weight of
the animal increases.

PROMACE Injectable
(acepromazine maleate Injection, USP)

May be given intravenously, intramuscularly or subcutaneous-
ly. The following schedule may-be used as aguideto IV, IM or SC
injections:

Dogs: 0.25-05 mg/lb of body weight
Cats: 05-1 mg/ib of body weight
Horses: 2-4 mg/100 Ib of body weight

IV doses should be administered slowly, and a period of at

least 15 minutes should be allowed for the drug to take full effect.

PROMACE Tablets

(acepromazine maleate tablets, USP)

Dogs: 0.25-1 mg/ib of body weight. Dosage may be repeated as
required.
Cats: 05-1 mg/Ib of body weight. Dosage may be repeated as
required.

HOW SUPPLIED

Each mL contains 10 mg PROMACE (acepromazine maleate,
USP). (Also contains sodium citrate 0.36%, citric acid 0.075%,
benzyl alcohol 1%and Water for Injection, USP) in 50 mL viais.

Each light orange tablet contains 5 mg of PROMACE and is avail-
able in bottles of 100.

Each orange tablet contains 10mg of PROMACE and is available
in bottlesof 100and 500.

Each yellow tablet contains 25 mg of PROMACE and is available
in bottles of 100and 500.

NDC 0856-3020-01 — 10mg/mL — 50 mL vial

NDC 0856-0040-01 — 5 mg —bottes of 100

NDC 0856-0070-01 — 10 mg — bottles of 100

NDC 0856-0070-02 — 10 mg — bottles of 500

NDC 0856-0100-01 — 25 mg — bottles of 100

NDC 0856-0100-02 — 25 mg — bottles of 500

Store at controlled room temperature 15" to 30°C (59" to
86°F).

TOXICOLOGY

Acute and chronic toxicity studies have shown a very low order
of toxicity.

Acute toxicity: The LDsy dose of PROMACE in mice was deter-
mined Ey means of a probit transformationwith the following
resuits:

Intravenousroute — 61.37 mo/kg
Subcutaneous route —  130.5 mg/kg
Oral route — 256.8 mg/kg

Chronic toxicity: Tests? in rats revealed no deleterious effects
on renal or hepatic function or on hemopoieticactivity. In several
groups of two male and two female beagle hounds treated for six
months with daily oral doses of 20 to 40 mg/kg, no untoward

effects were encountered. Hematologic studies and urinalysis
gave values within normal limits. Another group of four dogs,
given gradually increasing oral doses up to a level of 220 mg/kg
daily and reaching a total daily dose of 22 ¢ per dog, showed
some signs of pulmonary edema and hyperemia of the internal
organs, but no animal died.

When administered intramuscularly, PROMAGE (acepromazine
maleate, USP) causes a brief sensation of stinging comparable
with that observed with other phenothiazine tranquilizers.

CLINICAL DATA

Controlled clinical studies in the United States and Canada
have demonstrated the effectivenessand safety of PROMACE as a
tranquilizer.

Good to excellent resultswere reported’4S in dogs, cats and
horses given PROMACE Injectablefor restraintduring examination,
treatment and minor surgery and for preanesthetic sedation. In
dogs, the drug reportedly4 helps control convulsions associated
with distemper.

In both dogs and cats, good to excellent resultswere obtained4
when PROMACE Tablets were usedto control nervousness, exces-
sive vocalization, neurotic and excitable behavior, vomiting asso-
ciated with motion sickness, coughing and itching caused by
dermatitis.

In horses, Baumané had good results using the drug as an aid
inthe control of painfulspasms due to colic.

Other practitioners’.8 found the drug useful aS a preanesthetic
sedative for nervous or aggressive horses, but it hadto be admin-
istered while the animals were quiet and not in an excited state. In
atrial® on more than 200 horses with awide variety of disorders,
PROMACE Injectableprovedto be both effective and safe.
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